These records are from CDER’s historical file of information
previously disclosed under the Freedom of Information Act (FOIA)
for this drug approval and are being posted as is. They have not
been previously posted on Drugs@FDA because of the quality
(e.g., readability) of some of the records. The documents were
redacted before amendments to FOIA required that the volume of
redacted information be identified and/or the FOIA exemption be
cited. These are the best available copies.
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(Pex Protocol)
Sponsor’s Analysis Reviewer’s Analysis
Camplete Relief Time-to-Relief Conplete Relief

FAM 40 FAM 40 FAM 20 FAM 40 FAM 40 FAM 20 FAM 40 FAM 40 FAM 20
vs vs vs vs v3 Vs Vs vs vs
FAM 20 PIC PIC FAM 20 PIC PFIC FAM 20 PIC PFIC

Daytime 0.004 0.502 0.003 0.00 0.14 0.00 0.078 0.168 0.004
Heartburn

Nighttime 0.032 0.730 0.199 0.03 0.57 0.07 0.104 0.705 0.106
Heartbhurn

As seen fram the table above, there were consistent resuits favoring
famotidine 20 mg b.i.d to placebo for relieving daytime heartburn.

3.4 caments for Antacid Consumption

There was a problem of antacid consumption. Nearly 1/2 of the patients
excluded from the ''per protocol' analysis were patients who exceeded the
Gelusil limit of 30 tablets per week during at least 1 week of the study.

As requested by this reviewer, the sponsor assessed the effect of antacid
consunption on global assessment and heartburn relief. The average daily
mmber of antacid tablets taken was calculated for sach patient by
dividing the total mumber of antacids taken during the study by the total
mmber of days the patient was in the study. Each patient was then further
classified into one of the following three categories:

Daily Mumber of Antacid Tablets taken = 0
Daily Nmber of Antacid Tablets greater than 0 and less than or

equal to 2.
Daily Number of Antacid Tablets greater than 2

The analysis of glohal assessment and relief ‘no relief heartburn were
then adjusted for these three levels of antacid consumption. When
adjusting for average daily antacid consumption, the overall significance
were maintained and the results did not change.

This reviewer used Kruskal-Wallis test to compare the antacid consumption
among treatment groups by week. The results revealed that significant
difference for antacid usage was observed only at week 1 and there was no
significant difference of antacid consumption among treatments beyond week
1.

P
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Also, the data indicate that for this study average daily antacid
consumption has statistically significant (P<0.05) relationship to the
proportion of patients with glcobal evaluation rating of moderate or
excellent improvement and patients completely relieved of daytime
heartlrirn and nighttime heartburn. That is, patients with moderate to
excellent improvement in the glcbal evaluation tend to use less antanid
consumption than patients with '*no" or "slight" improvement. Patients with
campletely relieved of daytime heartburn and nighttime heartburn tené to
use less antacid than patients with no conpletely relieved of daytime
hearthurn and nighttime heartburn.

C. Protocol No. 010

1. Description of Study

The study was double-blind, randcmized, parallel, placebo-controlled,
muilti-center (20 investigators) dose ranging study. The objective of this
study was to evaluate the effects of famotidine 40 mg h.s. and 20 oy
b.i.d. as compared to the placebo in the symptomatic relief and healing of
patients with GERD over a period of six to twelve weeks.

Patients with a diagnosis of gastroesophageal disease who had heartburn
characterized by retrosternal burning pain were selected for this study.
Heartburn had to have been present for approximately 15 cut of 30 days
prior to entering the study.

Both erosive esophagitis (Endoscopic Grade 2-4) and non-erosive
esophagitis (Endescopic Grade 0 or 1) patients were eligible to enter the
trial. However, patients without ervsive escphagitis had to have a
positive Bernstein test.

Patients who satisfied the entrance criteria and who had nome of
exclusion criteria were stratified for the presence or absence of erosive
esophagitis as demonstrated endoscopically and were randemized into the
study. Patients with erosive esophagitis were randomized immediately
following an endoscopic evaluation, whereas patients without erosive
esophagitis were randcmized following the completion of the 1-week placebo
baseline period, and then only if the patients had § symptomatic heartburn
days during the l1-week placebo baseline period.

The treatment period was 6 to 12 weeks for erosive esophagitis patients
and only 6 weeks for non-erosive esophagitis patients. Patients were seen
in the clinic at weeks 2 and 6. An erosive esophagitis patient was also
seen in the clinic at week 12 unless the patient’s erosive esophagitis was
healed at week 6.

Endoscopy was performed at baseline for non-erosive escphagitis patients.
Endoscopies for erosive escphagitis patients were done at baseline and at
the end of treatment weeks 6 and 12, if the erosive esophagitis was not
healed at a prior endoscopy.
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Healing was defined as Grade 0 or 1. Ulcer and ercsions had to be healed,
if both were present. However, regression of Barrett’s spithelium was not

required for healing.

The patients were asked to record daily in the diary cn a scale of 0 to 4,
daytime heartburn and nighttime heartburn, intensity of asscciated GI
symptoms, and glcbal assessnent. Gelusil tablets were dispensed at each
visit to be taken for heartburn as needed, but were not to excsed 30
tablets/week including the l-week baseline placebo pericd.

A patient was considered a therapeutic success if the patient was
heartturn~free for at least 5 of the last 7 days immediately pricr to the
scheduled visit and only if any existing heartburn was mild in nature
(severity scale 1).

Patient’s glcbal assessment and time-~to~relief of hearthurn were the two
most important primary efficacy parameters. Secondary efficacy parameters
were number of heartburn episcdes and mumber of healed erosive escphagitis
patients. Patient’s glcbal assessment was evaluated at weeks 2 and 6. In
addition, patient‘’s glebal assessment was evaluated at week 12 for ercsive
esophagitis patients who were not healed at week 6. Time-to-relief of
heartturn was Jefined as the day of the study on which the patient had a
severity score of 0 (none) with no recccurrence of heartrurn later on.

The preporticn of patients whose erosive escphagitis had healed
(cumlatively) at each timepoint wis compared between treatment groups.
The cumilative crude healing rates were assessed pairwisely among
treatments using Fisher’s Exact test at weeks 6, 12, and after week 12.
Dropouts were considered to be not healed. A life-table analysis was done
to assess time~to-healing. The Mantel-Haenszel method was used to test
between-group differences.

The study was designed to detect at least a 30% difference in the
proportion of heartburn-free patients (40% vs 70%) between the famotidine
groups and the placebo group with 95% power, and to detect a 15%
difference in the proportion of heartburn~free patients (70% vs 85%)
between the two famotidine treatment groups with 80% power.

2. Sponsor’s Study Results

A total of 338 patients were randomized according to an allocation 2:2:1
by design into the famotidine 40 mg h.s., the famotidine 20 mg b.i.d., and
the placebo; one hundred thirty-~five patients were allocated to

famotidine 40 mg h.s., 137 patients to famotidine 20 mg b.i.d., and 66
patients to placebo.

The treatment groups were generally camparable at baseline with respect to
various pertinent patient characteristics such as age, sex, race, smoking,
drinking, caffeine, history of dysphagia, history of acid requrgitation,
esophagitis grade, daytime severity of heartburn, nighttime severity of
heartburn and etc. (see Table $).
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Bfficacy analysis was decne on two data sets: the "per protocol" and the
1all patients treated" data sets. The formmer excluded all patients who
were protceol violators and the latter included all randemized patients
who had baseline and treatment period data. In both analyses, if a patient
drcpped cut the study early, the last valid measurement was carried
forward to subsequent timepoints. However, for the "per protcocol't analysis
of glckal evaluations, acceptable day ranges were established (as belcw).
As a resuli, values were not carried forward in the follcwing cases:

1. If a glchal evaluation was ocut of range at week 2 and/or week 6, it
was not carried forward for imputing a week 6 or 12 (respectively)
missing value.

2. If a glcbal evaluation was cut of range at week 6, it was not replaced
by the pravicus visit’s measurement.

Acceptable day ranges for the "per protccol" analysis for glckal
evaluaticn were defined as follows.

Day Specified Acceptable
Glebal Evaluation Week in Protocol Day_Range
Week 2 14 10-18
weel 6 42 35-49
Week 12 84 77=91

The number of patients included in analyses of the primary efficacy
variables for the intent-to-treat analysis and the ''per protocol" analysis
are tabulated below.

FAM 40 mg¥ h.sS. FAM 20 myy b.i.d. Placebko

Total Randemized 135 137 66

Glokal Evaluation

Week 2 ITT 129 131 62
Week 6 ITT 129 132 62
Week 2 Per Protocol 83 87 31
Week 6 Per Protocol 83 86 31

Week 12 Per Protocol 79 84 30
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Relief of Daytime/
Nighttime Bearthurn

IrT

Per Protocol

121

83

2.1 Results for the Primary Efficacv Variables

53

Primary efficacy variables were patient’s glcobal response and ccuplete

reliefs of daytime heartburn and nighttime heartturn.

2.1.1 Results for Patient’s Global Fwaluation

Glcbal evaluations were campared zmong treatments over the distribution of
the four glcbal assessment categeries (no improvement, slight, moderate or
excellent improvement} at weeks 2, 6 and 12 in the "all patients treated®
and the '"per-protocol™ analyses. The results are given in Table 10 . The

main results are summarized in following tabile.

Week 2
All Patients Treated Per Protocol
Mean 2=-tailed Mean 2-tailed
Canparison Scale p-value Scale F~valuc
Fam 40 mg HS i.58 < 0.001 1.65 0.043
vs
Placebo 0.94 1.26
Fam 20 mg BID 1.74 < 0.001 1.80 0.002
vs
Placebo 0.94 1.26
Week 6
All Patients Treated Per Protocol
Mean 2=-tailed Mean 2=-tailed
Comparison Scale p-value Scale p-value
Fam 40 mg HS 1.74 < 0.001 1.83 0.037
vs
Placebo 1.18 1.39
Fam 20 my BID 1.96 < 0.001 2.05 6.001
vs
Placebo 1.18 1.39
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Week 12
All Patients Treated Per Protocol

Mean 2-tailed Mean 2-tailed
Canparison Scale p-value Scale p-value
Fam 40 mg HS 1.83 0.002 1.94 0.074
;Ella.cebo 1.32 1.53
Fam 20 my BID 2.02 < 0.001 2.10 0.005
gacebo 1.32 1.53

Note: Mean scale was camputed by this reviewer using scale: 0=no,
1=slight, 2=moderate, and 3=excellent.

The results for natient’s global evaluation were as follows:

1) The famotidine 20 mg b.i.d. group was significantly better than the
placebo in term of the distribution of the four assessment categories
at weeks 2, 6 and 12 fram both "all patients treated" and
""per~-protocol’ analyses.

2) The famotidine 40 my h.s. group was significantly better than the
placebo for the distribution of the four assessment categories
at weeks 2, 6 and 12 from the “all patients treated" analysis and at
weeks 2 and 6 but not at week 12 from the '*per protocol” analysis.

3) There were no significant differences hetween the famotidine 40 mg h.s.
and the farmptidine 20 mgy b.i.d. groups from both '*all patients treated!
and '*per protocol' analyses.

The sponsor also analyzed global evaluations by collapsing the four
assessment categories into two: successful evaluation (moderate or
excellent improvement) or unsuccessful evaluation (no or slight
improvement). The results are given in Table 11. The results are similar
to those based on the distribution of the four assessment categories in
term of significance.

Thus, for this study there were consistent results in patient’s glabal
evaluation in favor of the famotidine 20 mg b.i.d. and 40 m; h.s. groups
at weeks 2, 6, and 12. The results for famotidine 40 my h.s. group are
different in this study in comparison to study #009. The famotidine 40 mg
h.s. group tends to be more effective, however, the results for the
famotidine 40 my h.s. is weaker than those for the famotidine 20 mg b.i.d.
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2.1.2 Results for Complete Relief of Daytime Heartburn and Nighttime
Heartburn

Relief/no relief data at the end of study was analyzed for daytime
heartburn and nighttime heartburn using Fisher’s Exact test. Patients with
a baseline severity of none were included in the analyses as for study
#009.

The results of completely relieved of daytime heartburn and nighttime
heartburn symptoms by the end of study are given in Table 12. The results
are syumnarized as follows:

1) Both famotidine groups were not significantly different from the
placebo with respect to the proportion of patients completely relieved
of daytime or nighttime heartburn symptoms by the end of study from
both mall patients treated" and per protocol" analyses. However, the
famotidine 20 m3y b.i.d. group was significantly better than the
famotidine 40 mg h.s. group with respect to daytime heartburn from the
“all patients treated" analysis but not from the '"per protocol®
analysis.

2) No significant difference of the proportion of patients campletely
relieved of nighttime heartburn symptams by the end of study was
observed among treatment groups frem both all patients treated" and
"per protocol" analyses.

The time-to-complete symptam relief and no recurrence (score of 0) was
assessed using the Mantel-Haenszel life-table methods, stratifying on
average baseline score. Patients with no treatment period data or no
baseline values were not included in the time-to~camplete relief analysis.

The results of time to conplete symptom relief are given in Table 13, As
seen fram Table 13, in both "all patients treated" and "per protocol"
analyses, no significant treatment differences of time-to-camplete daytime
heartburn and nighttime heartburn relief were observed.

Hence, in this trial both famotidine groups were not significantly
di fferent from the placebo with respect to camplete relief and
time-to-relief for both daytime heartburn and nighttime heartburn

symptoms,

2.2 Results for Secondary Efficay Variables

Secondary efficacy variables were esophagitis healing, camplete relief of
dysphagia and acid requrgitation, and antacid consumption.

2.2.1 Results for Esophagitis Healing

Approximately 71% of the patients enrolled hud erosive esophagitis at
baseline, and the percentage of patients with camplete healing of ercsive
escphageal disease was evaluated at weeks 6 and 12. Table 14 gives the
cumulative frequencies of healed esophagitis cobserved via endoscopy at

ik
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weeks 6 and 12 for erosive esophagitis patients. The healing rates were
conpared hetween any two of treatment groups using Mantel-Haenszel method.
In this analysis, dropouts were considered as not healed. The results are
sumarized as follows:

Results for the Secondary Efficacy Variable
Favoring Famotidine 40 mg HS and 20 mgy BID v Placebo

Week 6

All patients Treated Per Protocol

Healing 2-tailed Healing 2-tailed
Coemparison Rate p-value Rate p-value
Fam 40 ng HS 28/98 (29%) 0.003 17/57 (30%) 0.066
Vs
Placebo 3/46 ( 7%) 2/21  (10%)
Fam 20 my BID 33/96 (343) < 0.001 23/65 (35%) 0.024
vs
Placebo 3/46 ({ 7%) 2721 (10%)

Week 12

All Patients Treated Per Protocol

Healing 2-tailed Healing 2-tailed
Camnparison Rate p~value Rate p~value
Fam 40 mg HS 42/98 (43%) 0.053 26/57 (46%) 0.177
vs
Placebo 12/46 (26%) 6/21 (29%)
Fam 20 mg BID 48/96 (50%) 0.007 35/65 (54%) 0.045
Vs
Placebo 12/46 (26%) 6/21 (29%)

The iesults for the secondary efficaczy variable (# healed) were as
follows:

1) The famotidine 20 my b.i.d. group had significantly higher cumilative
healing rates than the placebo at weeks 6 and 12 and after week 12 from
both "all patients treated" and "mer protocol' analyses.

2} The famotidine 40 mg h.s. group had significantly higher cumilative
healing rates than the placebo at. weeks 6 and 12 hut not after week 12
from the "all patients treated" analysis. However, there was no
significant difference cbserved in healing rates between the
famotidine 40 mg h.s. group and tae placebo group from the ''per
protocol! analysis.
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3) No significant differences were coksexved between the two famotidine
groups.

The sponsor also cbtained the life table estimata of cumilative healing
rates which are also presented in Table 15. This method assumed that
dropouts healed at the same rate as those cbserved for patients who
camplete the study. The results are as follows:

1) The famotidine 20 mg b.i.d. group was significantly better than the
placebo after week 12 from the 'all patients treated" analysis but
marginally better than the placebo from the '"per protocol" analysis.

2) Famotidine 40 mg h.s. group was significantly better than the placeko
after week 12 frcm the "all patients treated" analysis but not from the
"ver protocol' analysis.

3) No significant differences were cbserved between two famotidine ¢groups.

Thus, there were consistent results in escphagitis healing for the
famotidine 20 mg b.i.d. group after week 12. A stronger result by the tall
patients treated" analysis was obtained, because, there were pore dropouts
in the placebo group than in the treatment groups and dropouts were
considered unhealed.

2.2.2 Results for Other Secondary Efficacy Variables

Relief/no relief data at the end of study was also analyzed for dysphagia
and acid regurgitation using Fisher’s Exact test. The results are given in
Table 13.

Average daily antacid consumption was calculated for each patients as the
total number of antacid taken during the study divided by the total mumber
of days the patient was in the study (cutoff at Day 84).

The results for secondary efficacy variables were as follows:

1) There were no treatment differences in temm of the proportion of
patients completely relieved of dysphagia and acid regurgitation from
either "all patients treated" or '"per protocol" analysis.

2) The famotidine 20 mg b.i.d. group used significantly less antacids

than did the placebo group in term of median average daily antacid
consumption (1.14 vs 1.99 p<0.01).

The most common clinical adverse experience in this study was abdominal
pain.

3. Reviewer’s Evaluation (Protocol #010)

3.1 Coments for Adjustment for Stratification

Sponsor’s analyses of glcbal evaluation and complete relief of symptoms
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did not consider stiatification of patients and differential study periods
for two stratified subgroups of patients.

Eligible patients were stratified for the presence or absence of erosive
escphagitis as demonstrated endoscopically and were randomized into the
study. The treatment period was 6 to i2 weeks for erosive escphagitis
patients and 6 weeks for non—erosive esocphagitis patients.

Per this reviewer’s request, the sponsor also performed analyses for
glcbal evaluation and relief/no relief adjusting for stratification. The
adjusted and unadjusted analyses gave the same result in temm of
significance for this study.

3.2 Camnents for Patient’s Global Evaluation

In the sponsor’s analyses, if a patient dropped cut the study early, the
last valid measurement was carried forward to subsequent timepoints.
However, for the "per protccol' analysis of glcbal evaiuations, values
were not carried forward in scme specified cases. The determination of
whether values were carried forward or not was made post-hoc. The values
at week 6 were carried forward to week 12 for non-ervsive esophagitis
patients.

This reviewer reanalyzed global evaluation using Cochran-Mantel-Haenszel
method to control for stratification. In this analysis, the values at week
6 were not carried forward to week 12 for non-erosive escphagitis
patients. The week 12 analysis was based solely on erosive esophagitis
patients. Results are given in Tables 16 and 17 for glcbal evaluation and
successful /unsuccessful global evaluation respectively. The results are
similar to those given by the sponsor in temm of significance at weeks 2
and 6 as seen in table below.

P-value for Analysis of Global Evaluation

(All Patients Treated)

Sponsor’s Reviewer’s
FAM 40 FAM 40 FAM 20 FAM 40 FAM 40 FAM 20
vs Vs vs vs vs v3
FAM 20 PIC PIC FAM 20 PIC FIC
Week 2 0.159 0.000 0.000 0.149 0.000 0.000
Week 6 0.063 0.000 0.000 0.660 0.000 0.600

Week 12 0,123 0.002 ¢.000 0.363 0.058 0.00%

-y
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{Per Protocel)

Sponsor’s Reviewer’s
FAM 40 FAM 40 FAM 20 FAM 40 FaM 4C FAM 20
vs vs vs vs vs vs
FAM 20 PIC FiC FAM 20 PLC P1C
Week 2 0.252 0.043 0.002 0.296 0.049 0.003
Week 6 0.127 0.037 0.001 0.140 0.041 0.001
Week 12 0.282 0.074 0.005 0.744 0.362 0.209

Hence, the famotidine 20 mg b.i.d. group was significantly better than the
placebo in term of the distribtution of the four assessment categoeries of
global evaluation at weeks 2, 6 and 12 from **all patients treated"
analysis and at weeks 2 and 6 but not at week 12 from the 'per protocol'
analysis. The famotidine 40 mg h.s. group was significantly better than
the placebo in term of glabal evaluation at weeks 2, 6 and 12 from '"all
patients treated" analysis. But, the famotidine 40 mg h.s. group was
marginally significantly better than the placebo at weeks 2 and 6 but not
at week 12 froum the ''per protocol't analysis.

3.2 Caments for Esophagitis Healing

The cumilative healing rate was also analyzed by this reviewer using
Fisher’s Exact test for pairwise comparison and Mantel-laenszel method for
overall treatment comparison. The results are given in Table 14. The
Fisher’s Exact test produced p-values that are larger (less significant)
than those reported by the sponsor. However, the results are similar to
those reported by the sponsor in temm of significance.

3.3 Caments for Antacid Consumption

As requested by this reviewer, the sponsor assessed the effect of antacid
consumption on global assessment and heartburn relief. The average daily
nmumber of antacid tablets taken was calculated for each patient by
dividing the total mmber of antacids taken during the study by the total
mmber of days the patient was in the study. Each patient was then further
classified into one of the following three categories:

Daily Number of Antacid Tablets taken = 0
Daily Number of Antacid Tablets greater than 0 and less than or

equal to 2.
Daily Mumber of Antacid Tablets greater than 2

1 & .nalysis of glabal assessment and heartlwrn relief/no heartburn re.ief
were thon adjusted for these three levels of antacid consumption. When



— - -y

ey

adjusting for average daily antacid consumpticon, the overall significance
were maintained.

However, it would be of interest to point ocut that for this study average
daily antacid consumption has statistically significant (P<0.05)
relationship to patients with global evaluatior rating of moderate or
excellent improvement and patients completely relieved of daytime
heartburn and nighttime heartburn. That is, patients with moderate to
excellent improvement in the global evaluation tend to use less antacid
consumption than patients with "mo" or ¥slight" improvemert. Patients with
campletely relieved of daytime heartburn and nighttime heartburn tend to
use less antacid than patients with no campletely relieved of daytime
heartburn and nighttime heartburn.

The analysis of esophagitis healing after week 12 were adjusted for these
three levels of antacid consumption. The overall p-value adjusted for
daily munber of antacid tablets taken is much greater than the unadjusted
p-value (2-sided p-value 0.098 vs 0.028). This appears to be due to slight
imbalance across treatment groups with respect to daily mumber of antacid
tablets taken (2-sided p=0.105).

This reviewer used Kruskal-Wallis test to campare the antacid consumption
among treatment groups by week. The results revealed that significant
difference was cbserved only at week 1. Thus, there was no significant
difference of antacid consumption among treatments beyond week 1.

In sumary, both studies #009 and #010 showed that there were consistent
results in patient’s glcbal evaluation favoring famotidine 20 mg b.i.d.
over placebo. Furthermore, study #009 showed that the famotidine 20 mg
b.i.d. was significantly better than the famotidine 40 mg h.s. in temm of
the distribution of the four assessment categories of global evaluations
but study #010 did not.

Study #009 also showed that there were consistent results favoring
famotidine 20 mg b.i.d to placebo for relieving daytime heartburn.
However, this result for study #009 was not replicated in study #010.
Those disagreements might be due to different study populations. Study
#009 consisted of only non-erosive esophagitis patients and study #010
consisted mostly of erosive esophagitis patients. In study #010, there
were consistent results in esophagitis healing favoring famotidine 20 mg
b.i.d. over placebo after 12 weeks,

D. Overall Sumary and Reconmendation

In support of the claim that the famotidine 20 mg b.i.d. is effective for
the symptomatic treatment of patients with GERD, the sponsor has submitted
two controlled clinical studies; protocel #009 and protocol #010.

Study #009 showed that the famotidine 20 ng b.i.d. was significantly
better than the famotidine 40 mg h.s. in term of the distribution of the
four assessment categories of global evaluations at weeks 2 and 6. The
famotidine 20 mg b.i.d was superior to the placebo in tem of the
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distribution of the four assessment categories of glecbal evaluations at
both weeks 2 and 6 from the "all patient treated" analysis. But the "per
protccol analysis" revealed that the famotidine 20 mg b.i.d. was only
slightly significantly better than the placebo. The weaker results for the
¥per protoccl! analysis is due to the fact that more patients with glcobal
evaluation scaling 2 or 3 dropped in the famotidine 20 mg b.ji.d. and 40 my
h.s. groups as campared to the placebo group.

In study #009, there were consistent results favoring famotidine 20 mg
b.i.d to placebo for relieving daytime heartburn.

study #010 showed that there were consistent results in patient’s global
evaluaticn favoring famotidine 20 mg b.i.d. over placebo at weeks 2, 6,
and 12. But, both famotidine 20 mg b.i.d. and 40 mg h.s. groups were not
significantly different from the placebo with respect to camplete relief
and time-to-relief for daytime heartburn and nighttime heartburn.

In study #010, there were consistent results in esophagitis healing
favoring famotidine 20 mg b.i.d. over placebo after 12 weeks. A stronger
result by the 'all patients treated" analysis was cbtainegd, because, there
were more dropouts in the placebo group than in the treatment groups and
dropouts were considered unhealed.

Based on these two studies addressed in this review, following conclusion
is drawn:

Famotidine 20 mg b.i.d. regimen was effective in both studies #009 and
#010 in patient’s global evaluation for the symptomatic treatment of
patients with GERD. Famotidine 20 mg b.i.d. was effective in study
#009 (but not in study #010) in relieving daytime heartburn after 6
weeks of treatment. In the second study #010, which included more
severe patients than for study #009, the data indicated significant
healing in favor of tomotidine 20 b.i.d. group as campared to placebo.

E. Caments to be Conveyed to the Sponsor

The contents of Section E may ke conveyed to the sponsor.
/)*L‘/v‘ o~ C. %
Milton c. m’ Ph.D.
Mathematical Statistician

This review consists of 25 pages of text and 19 pages of tables.
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Table | Comparability of Preacaent Groups it 3aseline --- Protocel 009
Fan 40 hs Faw 40 hs  Fap 20 »id
fapotidine Tzpotidiqe 78 73 18 between
{0 sg hs 20 g did Placebo  Fam 20 bid Placebo Placeco treataent
Tariable Level (2:199)  iaz158) (=78}  p-value  p-value p-7alue p-value
ige [1ean) 4.2 5.3 4.5
Sex Yale T4 (48%) T3 (48%) 45 (9% .10 N.15%
fenale 31 (52%) 35 548y 31 (419)
dace Caucasian 137 {85%) 135 {35%) A7 (38%) 1,511
Regro ISEEON SRR T) Y I D30 )
Gther g (40 2018 L {1%)
Seoting Yo 108 (70%) 115 {73%) 49 (64%) 0,363
Te. 030%) 82 (21%) 17 (38N
ilcohol 0 140 (90%) IS! (26%) 68 [89%)  «D0.10 0. 10 0.130
Teq 15 (10%) 7 ( 4%y 8 (11%)
Caffeine %o 41 (28%) 51 (32%) 23 (30%) 9,523
Tes 114 (74%) 107 (88%) 53 {70%)
Bistory of Yo 35 (55%) 101 [B4Y%) 49 {64%) 0.187
Bysphagia Tes VOOL48R) 5T (363 27 (36
fistory of No 22 (14%) 21 (13%) 15 (20%) 0. 410
Acid Regurgit- Yes 133 (80%) 137 (87%) 61 (80%)
ation
Rsophagitis 0 58 (37%) B2 (39%) 35 (46%) §. 443
Grade 1 97 {633y 36 (B1%) 41 (B4%)
Atnoraalities Yo 121 (78%) 119 (75X} 66 {87%) 10 p.128
in Ssophagus  Yes 34 (22% 13 (25% 10 (13X}
Aboorzaiities  No 138 (83%) 18D (95%) 69 (91%)  «0.10 0.15%
in Juodenun Tes 1T (1% 8 ¢( 5% T{9%)
Daytine Yone N VR Y I 1} 3 (0.05 0.453
feartburs Kild 81 (40%)  TL (45%) 32 (43%)
Hoderate BS (56%) T4 (4T%) 34 (45%)
Severe NI B B 4 3 {12%)
Disadbling (0 2114 8¢ I%
Bighttine None 28 (18%) 32 (20%) (1Y) 0.0 0.303
Beartburn ild 5 (42%) 65 (41%) 35 (41%)
Hoderate 95 {35%) AT {30%) 19 (25%)
Severe S0 12(98Y) 7 9%)
Disabling 0 (0% 2¢1%) 01 0%}

g g e e o L R R R Rt e S il At i d it S it i

P-values are 2-sided p-values.
Between treatoent p-values were chtaized by this revieaer
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Tabie ? Patiznt’s Global Svaluation --- Pratocol 309
(411 Pitieats Treated) 73 75
1990 50 slight woderate  excellent 20 ag bid placzho sverail

936y  sraatzest patischs improizent iaprovzent laprovsent isprovaent p-value  p-value 3-value

T RS Mg hs MT 15 (N0 48 833G 4T (32%) 36 {251 4.224 $.939  3.307
709 20 e Bid 153 11 {T%) 35 123X T3 {43%) 34 (22%) 0.002
plazabo T WY 22008 38 (38%) 1D (14N

5 FAH 4D ag hs M43 16 {11X) 31 {21%) B4 {43%) 38 (26%) 0.102 0.308  0.000
FAN 20 ag Did 154 140 9%) L4 [ 9%) 5T (37X} 69 (4%) §.000

placsto 73 19 026%) 9 (12%) 27 (37%) 19 (2%%)

--------------------------------------------------------------------------------------------------------

(Per Protocol Analysis)

o of o slight goderate excellent 20 »g bid placebo overall
ae2x  treatzest  patiends isprovment improveeni improvsent ipprovsest p-value  p-value p-value
2 FAM 10 3g hs 162 §( 8%) 32 (31%) 35 {34%) 27 (26%) 0.13% 0.494 0.12
FAM 20 2g bhid 103 S0 4%) 20 (19%) 54 (52%) 25 (24%) §.048

placebo §7 5 (11%) 14 {30%) 19 (40%) 9 (19%)

6 FAM 40 sg ks 101 B 7 8%} 20 {20%) 49 (40%) 33 (%) 0.105 0.373 0.225

FAN 20 »g bid 109 B¢ 6%) 9 9%) 3T (35%) 53 (50%) §.210
placebo 46 (9% B (13%) 21 (46%) 15 {33%)

P-values are 2-sided p-values.

P-values #ere obtained using Cochran-¥antel-Haeaszel pethod.

Overill p-values ser2 obtained by this reviewer.

Scales nsing were s followm:

0 - a0 ilaproved

f - stight iapravenert

T - axlerate iaprovesent

$ - euzollent Izprevement
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Tapie 2 Patiznt’s Slodal Svaluation  --- Protocoi 709
(811 Patieats Treated) 78 73
09l 20 3light goderate excellent 20 2g bid placebe sverai!

vzel  hreatzest  pati:nts isprovsent isprovmeat Isprovoent improvaent p-value  p-value 9-valwe

oo g b 1T 1D (10R) 48 (33%) 4T {2Y) 36 %M 9.2 .15 3.9
288 00 2z 0id 183 11 (7% 35 f23%F T3 (48N 34 (22%) 0.002
plaszio T W (i3% 22 (31%) 26 (3e%) 10 (14%)

§ T aghs M3 16 (11X) 31 {21%) 64 (43%) 38 (26%) 0.102 0.363  0.909
FA 20 ag Did 154 14 (9%) 14 (9X) 57 (3T%) 69 {45%) §.200
placeto 13 19 (26%) 9 (12%) 27 (37%) 1§ (2%8%)

.....................................................................................................

(Per Protocol Analysis)
o of no slight soderate excelleat 20 g bid placebo overall
aesk  treatzeat  patients isproveeat iaproveent isprovseat improvament p-value  p-value Go-value
2 FAM 40 ag hs 102 8 ( 8%y 32 (31%) 35 (4%} 27 (26%) 0.135 0.4 0.128
TAM 20 ag bid 143 § 0 4%) 20 (19%) 54 (52%) 25 (M%) 0,048
placebo {1 S (11X} 14 {30%) 19 (40%) 8 (19%)

6  FAM 40 3g hs 16} B { 8%) 20 (20%) 40 (40%) 33 (3I%) G.105 0.373  0.223

FAN 20 ng bid 105 6 ( 6%) 9 (9%) 3T (I5%) 53 (50%) 9.210
placebo {6 498 B t1I%) 21 (46%) 15 (33%)

P-values are 2-sided p-values.

P-ralues a@ere obtained using Cockran-Yantel-Baenszel sethed.

Overall p-7alues wera obtained by this reviewer.

Scales usiag were 25 follow:

0 - 00 {aproved

§ - z2ight {aprovesent

T - aslerate {apravazent

9 - exsallent iaprovetent



le 3 Analysis of Successful/Unsuccessful Global Zvaluaticn -- Protocol 009

between
Succ.  Comparisnn p-value treataent
Analysis Week  Treatgent ¥o. DBate FAM 20 ng placebo p-value
A1 Patients 2 FAN 40 3ghs 47 83 (S6%) 0017  0.388  0.007
Treated FAM 20 ®g hid 153 107 (70%) f.005
Placebo 72 36 {50%)
b FA 40 2g bs 149 102 (68%) 0.908 0.36% 0.002
FAM 20 ag bid 154 126 (82%) 0.002
Placabo 13 45 (82%)
Per Protocol 2 PAM 4D aghs 102 82 (61%)  0.916 1.000  0.926
FAN 20 og bid 103 79 (77%) 0.051
Placebo 47 28 (60%)
b FAM 40 =z hs 101 73 {72%)  0.025 0.544 0.0681
FAM 20 ag bid 105 99 (86X) 0.341
Placebo 6 36 (T8%)

- T = e S e e b e e R B T S ek e B B -

P-values are 2-sided p-values.

Pairmsie p-values mere obtained using Fisher's Exact test.

Overall p-valuss mere obtained by this revieser using Cochran-Yantel-
“-epszel pethod.
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le 4 Sponsor’s dnalysis of Cosplete Relief --- Protocol 009

{411 Patients Treated Analysis)

between
Relief copparison p-value treatzent
variable treatazent i Rate fFan 20 2z placebo p-value

Dagtime Fan 40 ng HS 155 71 (46%) 0.018 0.328  0.004

Jeartburn Faa 20 ag BID 158 94 (60%) 0.003
placebo 76 29 (38%)
Nighttize Fan 40 ng 95 155 86 (56%) 0.028 0.779  0.031
Beartburn Fam 20 zg 31D 158 107 (68%) 0.030
placebo 16 40 (53%)
Dysphagia Fag A0 g 35 155 118 (76%) 0.569 1.000 0,795
Faa 20 og 81D 158 125 (73Y) 0.61T
placebo 6 58 (T6%) -
Aeid Fap 40 ng 85 155 101 (65%) 0.063 0.553  0.148
Regargi- Fap 20 zg BID 158 119 (75%) B.429
tation  placebo 76 53 (69%)

.....................................................................

{Per Protocol Analysis)

betgeen
Relief cotparison p-value treataent
variable ‘treataent ¥ Bate Faa 20 eg placebo p-value

----------------------------------------------------------------------

Daytize Fam 40 ag 35 110 54 (43%) 0.004 p.562  0.002

Reartburn ¥az 20 og BID 198 74 (69%) §.903
placebo 51 22 (430)
Nighttize Taz 40 =g 85 110 65 (59%) 0.032 0.730  0.084
Beartbura Fam 20 eg BID 188 73 (73%) 0.199
placedbo 51 32 (63%)
Dysphagia Fan 40 2g BS 108 84 (77%) 0.229 1,000 0.389
Fap 20 ng BID 108 91 (B4%) 0.379
placebo 51 40 {73%)
Acid Faz 40 vg BS 109 77 (7!%) 0.0 0.56%  0.17¢
Regurgi- fas 20 og BID 108 88 (82%) 0.528
tation  placebo 51 3% (T7%)

P-valves ~-e 2-sided p-values.
Pairsise p-values sere obtained using Fisher’'s Bract test.
Overall p-values were obtained using chi-square test,




.ble § Analysis of Succesaful/Unsuccessful Global Xvaluation -- Protocol 009

FAM 40 s FAM 40 hs FAM 20 bid

Heditan Tise to Relief s 71 va
FAM 20 bid placebo  placebo
Analysis Yariable FAM 40 hs AN 20 oid placebo  p-value  p-value  p-value

-------------------------------------------------------------------------------------------------

All Patients Dayiipe Feartburn »42.0 1.0 242.0 801 0,68 0.02
Treated
- Highttime Beartbura  42.90 §0.0 »42.0 .12 0.63 9.16

fcid Regurgitation 39.0 3.0 19.0 0.38 0.23 0.81

Dysphagia 16.9 13.5 1.0 0.34 v.86 0.64

-------------------------------------------------------------------------------------------------

Per Protocol Daytise Heartburn 2.0 9.4 42.0 0.00 0.1 0.00
Nighttime Reartburn &' 0 38.3 2.0 §.03 0.57 0.7
dcid Regurgitation 38.0 35.0 737.0 0.26 0.57 0.6

Dysphagia 16.0 13.0 8.0 0.41 0.95 0.65

e ey Ry e e Py Sy e e kS mw m - o R sy S R oy R R e

P-yalues are tno-sided p-values.
-values vere obtained using uacoorected CXi statistics controlled for baseline scores.



.able 3 Reviemer's Analysis of Patient’'s Global Ivaluation --- Pr¢tocol 909

(A1l Patients Treated)

Cochrin-¥antel-Jaenszel Jonparazetric
15 13 78 78
10 slight goderate excellent 20 ng Did placebo overall 20 2g did plissto 3veril

Reel treatzent 20. inproveeat iaprovaent iaprovmeat isprovaent p-value >-7alue p-7alue a-malue  3-7alne p-value

-------------------------------------------------------------------------------------------------------------------------------

20 T 4D g hs W4T 15 {10%) 49 (33%) 47 (32%) 36 (28%) 0.172 9.051  0.308 7.154 3.7 1. M2

Thd 20 2g did 153 11 (7¥) 35 (23%) T3 (48%) 34 (22%) 4.902 9.103
placebo T2 W{I3%) 22 (A1) 25 (36%) 10 (14%)
§  TAH 40 ag hs 149 16 J11%) 31 (21%) 64 {43%) 38 {263) ¢.020 g.110  0.960 0.000 1.018  2.700
TAH 20 ag bid 154 M { W) 14 { 9N} ST (31X} 63 {45%) 1.200 .1%0
placebo 13 1% (26%) 3 {12%) 27 {3717) 18 (28%)

A e e e A B S SR B e ey e M = e S R e S B A e W e ke o ey o e B W A B e b o R AL E g S ek e B o e

{Per Protocol Analysis)

Cochran-Yactel-Haenszel Yoaparanertric
5 73 75 78
10 slight soderate excelleat 20 »g bid placebo overall 20 ag bid placebo overall

seek treataeat 20. improvaent iaprovaent isprovszent iaprovaent p-value  p-value p-vaive p-ralue  p-7alue p-ralne

33 32 (31N 35 (™) 27 (2% 0.133 ¢.48%  0.122 0.6 0.3
$3) 20 (19%) 54 (52%) 25 {24%) 0.045 0. 980
1%} 14 (30%) 19 (40%) 9 {19%)

2 S 40 ag s 182 3¢
TAY 20 sz hid 103 4 (
placebo LY |

6 FAM 40 sg hs 101 B [ 8%) 20 {20%) 4D (43%) 33 (33¥) 0.105 0.973  0.27% 0.004 0,738 9911
PAM 20 »g bid 105 8 ( 6%} 8 ( 9%) 37T (35%) 53 (50%) 0.210 0.045
placebo 6 4 (9% 6 {131 21 (46%) 15 (33%)

P-values are 2-sided p-values.

P-values were obtained using Jochran-Mantel-Haenszel zethod.
Overall p-values 7cre obtained by this reviewer.

scales using ware as fcllow:

9 - 2o ieprovad

1 - 5.ight iaproveaent

2 - szderate improvesent

3 - excellent isprovesent



Jle 7 Beviewer's Mnalysis of Patient’s Global Bvaluation at Week 8 (Mo Yorsard) --- Protocol 009

Cochran-¥antel-Baensze! ¥ethod

Vs 5
no slight poderate excellent 20 pg bid placebo overall
analysis treatpent wo. isproveeal isproviest ieprovment ipprovaent p-value p-value p-ralye

------------------------------------------------------------------------------------------------------------

A1 Patient  FAM @D wg hs 134 10 ( 7%) 26 (19%) 62 (46%) 3B (27%)  0.015 0.1 0.006

Treated
FAM 20 og Did 150 13 ( 9%) 13 ( 9%} 57 (38%) 67 {45%) 0.906

placebo 6¢ 12 (13%) B (13%) 26 (41%) 18 (28%)

.Per Protocol FAM 40 sg hs 25 6 ( 6%) 20 (21%) 38 (40%) 31 (33%)  0.017 0.628 0.7
FAM 20 ng bid 103 6 ( B%) 9 ( 9%) 37 (36X} 51 (S0%) 0.146

placebo 6 30 6 (1Y) (47&) 15 {33%)

------------------------------------------------------------------------------------------------------------

P-values are teo-sided p-values.
p-values are 2-sided p-values.
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s B Reviener s Analysis of Cogplete Relief --- Protocol 09

variable

treateent

(81] Patients Treated Apalysis)
betreen

Relief comparicon p-value treatzent

Bate Fan 20 v placebo p-value

g I T T I P R L R R Ll L D et it

Daytize
Jeartburn

Vighttine
Yeartburn

Dysphagia

fcid
Regurgi-
tation

Fan 40 ¢g A5
Faa 20 og BID
placebo

fan 40 ag 15
Paa 20 ag BID
placebo

Fas 40 ag 085
Far 20 ag BID
placebo

Fan 40 g 15
Fan 20 ng BID
placeho

63 (47%) 0.027 0.315  0.006

91 (50%) 0.004
29 (39%)

T (59%) 0.186  0.156  0.033
83 (67) 2011

29 (48%)

2% (50%)  0.597  0.795  0.785
27 (548 0,599

9 (45K)

51 (55%)  0.054  0.593  0.138
10 (69%) 3.159

30 (613)

---------------------------------------------------------------------

variable

treatzent

(Per Protocol dnalysis)

between
Relief comparison p-value ireatment
fate Faa 20 og placebo p-value

---------------------------------------------------------------------

Dagtiae
Hearthura

Kighttine
Soarthurn

Dysphagia

Acid

Regurgi-
tation

Fag 40 ng S
Faa 20 g BID
placebo

Fas 40 og HS
fap 20 og BID
piacebo

Fin 40 eg 85
Fa» 20 2g BID
placebo

Fan 40 3¢ 85
Fas 20 g BID
placebo

96
104
50

B4
85
{2

3
28
H

84
b1
3

§¢ [56%) 0.078 0.168  0.008

12 (69%) 0.004

22 {43)

51 (61%)  0.104 0.705  0.126
52 (13%) 0.106

24 (57Y)

19 (50%)  0.453 1090 0.580
17 (61%) 9.530

T {50%)

2 (66%) 0174 1.009 024
62 (78%) 0.332

12 (873}

---------------------------------------------------------------------

P-values are 2-sided.
Pairvise p-7alues were obtained using Fisher's Bxact test.
Nrerall p-value was obtained using chi-square test.
‘ents with no baseline score or with no treatzent score
2ith sissing data mere excluded in these analyses.
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Table 9 Comparability of Preataent Groups at Zaseline
"rotocol 010

- Fasotidine Farotidine betseen
40 g hs 20 mg bid Placebo  treataent
Yariable Level (nz13%)  (az!37}  {2=86} p-value
Age {gean} 7.8 471.3 6.9
Sex Hale 79 (53%) 74 (54%) 39 {59%) 0.393
Fenale 56 (41%) 83 (48%) 27 (41X)
Race Caucasian 102 (76%) 104 (76%) 51 {77%) 0.7l1
Yegro {7 (7% 3(5%)
fispagic 21 (18%) 23 (17%) 12 (18%)
Qther 201%) 1 (1%} 00y
Ssoking No 105 (78%) 103 {75%) 51 (77%) 0.372
Tes 30(22%) M {15%) 15 {23%)
dlcohal ¥o 114 {84%) 113 (82%) 53 (83%) 0.612
Tes 21 (16%) 24 (18%) 8 (12%)
Caffeine Yo 41 (30%) 45 {33%) 24 (36%) 0.6%3
Tes 94 (70%) 9% (67%) 42 (64%)
""~tory of. No 11 (53%) 74 (54%) 42 (64%)  0.310
Yagia Tes 8¢ (47%) B3 (48%) 24 {36%)
History of No 1T (13%) 18 {13%) 6 { 9%} 0.3
dcid Regurgit- TVes 113 (87%) 113 (87%) 60 (91%)
ation
Esnphagitis 0 25 (13%) 28 {20%) 15 {23%) 0.823
Grade 1 1209 13(93%) §5¢(8)
2 15 (26%) 31 (27%) 16 (24%)
3 53 (29%) SO (38%) 25 (I3%)
{ WYy 0718 (8]
dbasraalities  Ne 82 (53%) B89 (85%) 42 (65%} 0.392
in 3sophagus  Tes (%) 4T (Y 23 (3%Y)
Abcorealities  No 115 (36%) 119 (87%) 55 (83%) 0.5%
in Duodenun Tes 19 (14%) 18 {13%) L (17T¥%)
Daytine None 201 1 (1%) 233 0.382
feartburs Hild 20 (15%) 29 (218 15 {23%}
Hoderate 65 (43%) 83 (46%) 28 (43%)
Sevare 44 (33%) 39 (29%) 18 (28X)
Disabling RN S I S § A W} 8
Wighttine Nene Wy 120 5{8 0.39
“thura Hild 30 (22%) 28 (21%) 13 {20%)
Koderate §3 032%5 46 (4% 19 (23%)
Severe {6 (34%) 41 (30%) 25 (38%)
Disabling § (4% (1% 3l5Y)

....................................................................

P-values are 2-sided p-7alues.
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+ 18 Patient's flobal Evaluation --- Protocol 019

(A11 Patients Treated)
v3 ¥s

po of no slight woderate exceileat 20 »g bid placebo overall
geek  treatment  patiepts improveent improveeat iaprovment igproveent p-value  p-valve p-valve

-n---------..-----_o--------.-..--..--_.".-----_----s--__-.--_--.--..-----—q--------------—-—-_---- ----------------

2 FAM 40 pg bs 129 20 (18%) 35 (27%) 53 (413} 21 (16Y) 0.158 g.c00 0,000

AN 20 og bid 131 10 ( 8%} 38 (29%) 56 (43%) 26 (20%) 0.900
placedo 52 21 (M%) 27 (443) 1 (18%) 3 (%)

§  FAM AP aghs 129 19 (I5%) 27 (21%) 5L (40X} 32 {25%) 0.963 0.000  0.000
FAN 20 2¢ bid 131 9 (7%) 26 (20%) ST (44X} 3% {30%) 8.000
placebo §2 20 {22%) 13 (9% 1T (27%) T (11%)

12 PAM 40 ag ks 129 1§ (M4%) 26 (20%) 45 (38%) 40 (1X) §.123 §.002  0.000
FAM 20 og did 131 10 ( 8%) 23 (18%) 83 [40%) 45 (LAY} §.000
placedo 62 19 (31%) 14 (23X} 19 (313} 10 (18%)

---------------------------------------------------------------------------------------------------------

(Per Protocol Analysis)

po of no slight soderate excellent 20 ag bid placebo overall
geel  treatgpeat patients Llprcvnent 1Ipr071ent iaproveent iaprovsent p- -value p-value p-value

--------------------------------------------------------------------------------------------------------

7 ME40apghs 8 11 (13%) 22 (27%) 35 (42%) 15 (18® 0.252 §.043  0.013

FAN 20 »g bid 8T 3y { 6%) 24 (28%) 41 (47%) 17 (20%) 9.902
placebo 3 5 (16%) 16 (52%} T (23%) 3§ (19%)
b M 40aghs 83 10 (12%) 17 (20%) 33 (40%) 23 {28%) 9.127 §.537  0.004
FAM 20 og bid 56 § 0 5%) 17 (20%) 36 (423) 23 (4% ¢.001
placebo 3 T (23%) 11 (38%) T (23%) 6 (193)
120 P 40eghs 79 10 (13%) 14 (183} 26 (33 29 (37%) 0.282 0,074 0.025
Fi¥ 20 2g bid 86 $(5%) M4 (173} 36 (43%) 30 (36%) 0.005
"placebo 3 B 120%) 9 {3%) 8 (%) 7 (23%)

--------------------------------------------------------------------------------------------------------

F-values are 2-gided p-values,
P-7alues were sbtained using Cochran-Mantel-Haenszel nethod.




Table 11 dnalysis of Successful/Onsuccessful Global Evaluation -- Protocol 010

Analysis

Heek

Treataent

§o.

Suce.
Rate

Comparison p-value
FAM 20 »g placebo p-value

between
treataent

----------- i, W T L R A W e L e e e e ey R T R R T e Ay M A

411 Patients
Treated

2

12

$AN 40 ng hs
Fa¥ 20 g bid
Placebo

FAM 40 ng bs
FA¥ 20 »g Did
Placebo

FAY 40 ng ks
FAN 20 »g bid
Placebo

14 (57%)
82 (63%)
14 {23%)

83 (64%)
96 (73%)
24 (39%)

85 (66X)
38 (75%)
29 (47%)

0.141

0.000

e o T e e e o Ay o o 2 e T e R R e S e

Per Protocol

12

FAN 40 vg hs
FAN 20 »¢ bid
Placebo

FAN 40 ag ks
FAY 20 »g bid
Placebo

FA¥ 40 g he
FAN 20 ng bid
Placebo

50 (60%)
58 (67%)
10 (33%)

56 (67%)
65 (76%)
13 (42%)

5 (70%)
66 (79%)
15 (50%)

0.308

0.003

0.013

e B T R e A N e g e L P A R S AR M R R T M e T R s S S e e T e M e

P-values are 2-sided p-values.
Pairusie p-values were obtained using Fisher’s Exact test.
Overall p-values were obtained by this reviewer using Cochran-Kantel-
Haenszel method.



“le 12 Sponsor’s Analysis of Complete 3elief --- Protocol 011

variable treataeat

Daytize Fap 40 2g 5
Heartburn Fan 20 3g 3D
placebe

Nighttive Faa 40 g 55
Reartbura Fam 20 ag 81D
placebo

Dysphagiz Fan 40 ag 8BS
Fas 20 2g 31D

placebo
fcid Fam 40 2g 88
Regurgi- Fan 20 g BID
tation  placebo

(K11 Patients Treated Amalysis}

Relief
Rate

5T (423}
17 (56%)
I (46%)

§8 (30%)
1% (53%)
3 (43%)

9% (71%)
106 (77%)
19 (14%)

15 (56%)
§1 (66%)
{0 (61%)

between

ccaparison p-value treataent
Faz 20 ag placebo p-value

L e L S M e A e e T e T Sy e M N A M ey M s e e Wk sk

0.622

0.2

0.263

0.762
6.177

0,881
0.232

0.738
0.725

0.545
0.437

0.080

0.349

0.4938

0.185

A o e Ak D D L e T L W T S A W -2

varizbie treatnent

Davtize Fan 40 2g 35
Beartburn Fan 20 2g BID
placebs

Yighttize Fan 40 2g 85
eartburn Faz 20 2g 31D
placebo

Dysphagia Fam 40 ag HS
Fas 20 ag BID
placebo

feid Fag {0 eg 85
Pegurgi- Faw 20 2g BID
tatico  placebo

{Per Protocol Amalysis)

Reliet
fate

41 (43%)
${58%)
19 (36%)

48 (36X}
o (39%)
21 {62%)

§3 (76%)
T4 (31%)
% (1Y)

19 [57%)
§3 {69%)
23 (68X)

between

comparison p-value treataeat
Fan 20 og placebo p-value

-----------------------------------------------------------------------

0.851

0.367

p.5y
0.839

§.682
0.840

0.291

4.839

0.631

--------------------------------------------------------------------------------

P-7alues are 2-sided p-values.

Pairaise p-values 7are obtained by this reviewer using Fisher’s Exact test.
Overall p-values .cre obtained by this revieser using chi-square test.
This table was tabulated by this reviewer.
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¢ 13 Nantel-Baenszel Comparison of Survival Curve of lise to Belif --- Protocol 010

FAN 40 hs FAN §0 hs FAM 20 bid

Median Tige to Belief (Days) [ 3 [
FAY 20 bid piacebo  placebo
faalysis Yariable FAM 40 bs FAN 20 bid placebo p-value  p-value  p-value

- e i B e o D A R e i N W A T L Rk T D o e A D A i e ol iy A R SR R e D NP R e e e

A1l Patieats Daytime Heartburn 840 83.0 y84.0 0.12 0.72 0.08

Treated
Bighttine Heartburn  »84.0 4.0 84.90 9..8 8.42 0.17

Acid Begurgitation 19.0 4.5 17.0 0.07 0.40 0.29
Dysphagia 39.0 2.5 310 0.5 0.63 0.13
ter Protocol Daytine Beartturs o840 620 8.0 0.0 061 081
Nighttine Heartbura  80.0 7.0 79.0 0.4 0.76 _ 0.70
Acid Regurgitation  79.0 8.0 69.0 0.0¢ 0.20 0.41
Dysphagia 31.0 0.0 40.0 0.64 0.3 0.11

D WP T S D e P N T R S Sk S D M h ek o S e S e ek B A e A Y ok e o ko W -

P-values were obtained from the upcorrected Cochran-Haenszel statistics contoiled for
*lige scores.
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Yshie 14 Cumulative Cude Rate of fsophagitis HQealing --- Protocol 910

sponsor’s reported reviewer’s
fealing cosparisom p-values cosparison p-values
dnalysis Heek Treataent No, Fate 7AN 20 bid Placebo ¥AM 20 5id Plicede
411 Patients §  TAM 40 % 99 28 {29%)  0.38% 5.003 0.440 0.002
Treated FAM 20 bid 9% 33 (34%) .00 0.4¢¢
Placebo {6 3(7%)

12 FAM 40 hs 98 42 (43%)  0.320 0.853 9.338 D.065
FAN 20 bid ¢ 48 (50%} 0.807 0.011
Placebe 6 12 [26%)

after  FAN 4D hs 98 43 (44%)  0.254 8.074 0.314 0.449
12 BAN 20 bid 96 50 (52%) 0.908 8.011
Flacebo 6 13 (28%)
Per Protocol 6  FAM 40 hs §T 17 (30%)  0.516 0.066 D.585 0.079
FAM 20 bid 65 23 (35%) 0.024 n.927
Placebo 21 2 {10%)

12 RN 4D bs 87 26 {48%)  0.366 0.177 0.468 0.204
FAN 20 bid 65 35 (34%) §.045 0.049
Placebe 21 § (29%)

after  FAN 40 ks 5T 21 (471%)  0.37% 0.139 0. 468 0.197
12 7N 20 bid 65 36 (66%) 0.034 4.045
Placebo 21 § (29%)
P-values are 2-sided p-7alues.
Revieser’s pairwise p-values wmere obtained using Fisher’s Bxact test. .
Between treataent p-values were obtained using Cochran-¥aatel-HBaenszel sethod.
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*-hle 15 Cumulative Life Table Rﬁte of Bsophagitis Bealizg --- Protocol 010

gpoasor’'s reported

comparison p-values

dnalysis Weel Treatreat Bate FAN 20 bid Placebo

ALl Patients 6§ TAM 4D hs  28.8% D.3. 0,05

Treated Fi¥ 20 bid  24.4% «0.05
Placebo 6.5%

1 B 40Rs  €9.8%  ma  «0.05
- FAN 20 bid  54.5% .05
Placedo 36.6%

after  FAN 40 hs  51.4% 0.383 0.04}
12 FAN 20 bad  57.1% 0.007
Placebo 33.9%
Per Protacol 6 FAM 40 he n.a. n.a. n.a.
FAN 20 bid  n.a. 1.2,
Placehs n.3.

2 FMA0hs ma na D
TAN 20 bid  n.a. ~na.
Placebo n.a.

after  BAM 40 hs  54.0% 0,448 0.173
12 ¥AN 20 bid  60.8% 0.059
Placebo 2.8
P-values are 2-sided p-values.
D-values sere Nantel- Haenszel uncorrected p-values.
p.a. denotes “not available; tue spoasor did not give the value’



% 16 Reviever’'s Analysis of Patient’s Slobal Evaluation --- Protocoi 910

(411 Patieats Treated) 73 1S
o of G slight soderate excellent 120 =g bid placsbo overail
seek  group treataent  patients improvaent isyroveent isprovment improvment p-value  p-value p-vajue
2 Brosive TAM 40 aghs 93 11 (12%) 27 {29%) 38 {41%) 17 {18%) §.4935 0.000  0.000
FAM 20 ag bid 91 8 (9%) 27 {30%) 36 {40%) 20 {22%) ¢.900
placebo 4 11 (26%; 23 (53%) 9 {21%) 0 { 0y)

Nonernsive BAY 40 #g hs 36 3 (28%) 82y 1S (2%) (1) 0.108 0.102  0.011
AN 20 wg Bid 40 3 04%) 11 (28%) 20 (50%) 6 (1%%) 0.003
0

placsho 19 10 (53%) 4 (21%) 2 (1% 3 {18y
Total FiN 40 2g hs 179 20 (16%) 35 (27%) 83 (41%) 21 (16%) 0.149 0.900  0.900
FAN 20 »g bhid 131 11 ( 8% 38 {29%) 56 (43%) 28 (20%) 0.000
placebo 62 21 (24%) 2T (M%) 11 (18%) 3 ( 5W)
f Srosive AN 0 aghs 93 12 {13%) 17 (18%) 42 (45%) 22 (24%} 0.213 0.014  0.002
BiK 20 ag bid 91 T(8%) 18 (20%) 37 (41%) 29 (32%) 0.901
. placebo {3 10 (23%) 14 (33%) 13 {30%) § (14%)
Nogerosive FAN 40 ag ks 35 T(18%) 10 {29%) 9 {2%%) 10 {23%) 0.128 0,710  0.990
FAM 20 ag bid 40 20 5%) B (20%) 20 {50%) 10 (25%) 0,300
placebo 19 10 (533%) {(21%) i (21}) 1(3%)
Total FAM 40 »g hs 123 19 (15%) 27 (21%) 51 (40%) 32 (25%) 0.060 g.g000  0.000
FAN 20 wg bid 131 9 (7% 26 {20%) 57 (44%) 39 (30%) 9.900
placeho 62 20 (32%) 18 (29%) 17 (21%) 7 {1!%)
12 BAM 40 ng bs 93 11 (12%) 16 (17%) 36 (39%) 30 (32%) 0.363 0.058 0.03t
FAM 20 3¢ bid 91 8 9%) 15 (16%) 32 (36%) 35 (38%) 0.00%
placebo 3 §(21%) 10 (23%) 15 (35%) 9 (21%)

- S S e R T M U P o e W A M e e o P T e A e e e o ke e Rl o b e e e e e

P-valies are 2-sided p-values.

P-values gere obtained using Cochria-Hantel-Haenszel sethsd,
P-valuas for total were controiled for stratification.

§ - nc iaproved

t - siizht ipprovesent

2 - aoderate lgprivesent

3 - excellent iaprovement



Table 16 Heviever:P Analysis of Patient s Global Eialuation --- Protocol 910 (Continued)

(Per Protocol)

v 18
no of 20 slight goderate excellent 20 3g did placebo cverall
veek  group treatzeat  patients improvaeat improvsent izprovaent isprevient p-value  p-value p-value

e e SRR PP DA et R b bk A ettt A Bt E S A

¢ Rrosive AN 40 og hs 04 3068 18 (30%) 2% (43%) 12 (22%) 0.392 0.903  0.006
FAN 20 pg bid 61 3(5%) 18 (30%) 26 (43%) 14 {23%) 0.002 .
i

placebo 19 11%) 12 (83%) 5 (26%)  © { 0%)

Koperosive FAM 40 2g s 29 § (23%) b {213} 12 (41Y) 3 {106%) 0.120 0.841  0.309
§A 20 pg bid 26 T8%) 6 (23%) 15 (%8%) 3 (1i%) 0.324
placebo 12 I 4 (3¥3Y T ny 3 (8%

Total AN 40 gg hs 83 11 (13%) 22 {27%) 35 (42%) 15 (18%) 0.296 0.043  0.917
FAY 20 sg bid 87 5 { 6%} 24 (28%) 4L (47%) 1T (20%) $.003
placebdo 3l 5 {16%) 16 (52%) T (23} 3 (10%)

F PP LS p—————— S AP it e fealalie ittt et

§ Brosive FAM 40 ag hs ¢ 5 (%) 19 (19%) 24 (443} 15 (28%) d.344 0.19¢ 0.129
FAN 20 =g bid €D 3(5%) 12 (20%) 23 (38%) 22 (3NX) R 1Y
2

placebo 1% 11%) 9 (47%) 3 {15%) § (26%)
Nozerosive TAM 40 pg %s 29 S (17%) T (24%) 3 (%) 8 (28 3,230 0.108  0.035
FAM 20 g hid 26 1 (4%) 5 (19%) 13 (50%) T (21%! 0.008
placebo 12 5 (428) 2 (U1%) 4 {33 (8%
Total FAM 40 ng hs 83 10 (128) 17T (20%) 33 (d0%) 23 {28%) 0.140 0.041  0.006
FAM 20 2g bid 86 L(5%) 1T {20%) 36 (42%) 29 (34W) 0.001
placebo N T(23%) 11 {3%%) T {23%) B (18V)
12 FAS 40 3g bs 50 03 T (U8} 1T (34%) 2L (42%) 0744 D.362  0.295

5
AN 20 g bid 58 I 05%) 9 (16%) 23 (40%) 23 (40%) . 0.209
‘placebo 18 1(6%) 7T(39%) 4(22%) 6 (3N

P-7alues are 2-sided p-values.

P-values were obtained using Ccchran-Nantel-Zaenszel aethod.
P-ralues for total zere coatrolled for stratification.

9 - 20 laproved

- slight isprovescnt

- poderate improvesent

- sxcellent iwrovenent

Cad ED pn
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Table 17 Beviewer’s Moalysis of Successful/Usstccessful Global Evaluation
--- Protocol 010

Neek

Group

Treataent

(311 Patients Treated)

Succ.
Rate

R L L T R P R L R ke L bl bl Rl Rl ek f ettt st ettt

Brosive

Yonerosive

FAY 40 eg be
Fi¥ 20 sg bid
Placebo

FAN 40 ag hs
FAN 20 ag bid
Placebo

FAN 40 ag bs
FAM 20 ug Did
Placebo

35 (59%)
56 (62%)
9 (21%)

19 (53%)
26 (65%)
§ (28%)

T4 (57%)
82 (R1Y)

14 {23%)

P L L L r T e R e TR I P B R e ikl il o ket

Erosive

Noserosive

FAM 40 g bs
FAN 20 ag bid
Placebo

FAM 4D ag hs
Fi8 20 ag Did
Placebo

FAN 40 »g bs
FAN 20 og bid
Placebo

64 (89%)
68 (73%)
19 (1Y)

19 (53%)
30 {75%)
5 (26%)

83 (64
36 {13%)
2 (39%)

. T R B R e Y A R A o R o S ah A o AR A ok e g U e S A e S o R A Y R e e -

fi4 40 g bs
FAM 20 og bid
Placebo

66 (71%)
68 (75%)
24 (56%)

between
Comparison p-value treatsent
TAM 20 ng placebo p-value .
0.765 0.000  0.000
0.000
§.382 0.087  0.922
0.011
0.388 6.000  0.000
0.900
0.879 0.006  0.004
0.002
0.058 0.087  0.002
0.001
0.114 0.001  0.000
£.000
0.621 0.118  0.080
0.001

g A S T e T T L L T R R L Ll b Rl b Rl e Stiid

P-valyes are 2-sided p-values.

Paireise p-values were obtaived using Pisher’s Fxact test.
Overall p-values were obtained using Cochran-Nantel-Haenszel method.
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Table 17 Reviewer's Analysis of Successful/Unsuccessful Global Evaluation
--- Protocol 010 (Continued) :

Neek

Group

Treataent

(Per Protornol)

Socc.
Rate

Comparisoa p-value
FAK 20 oz placebo

betasen
treataent
p-value

e m s aa AR A E TR PG At RN E R AR AR A S, TR AT AN A E NS S ST A A s R s s AT R Ll AL, S ssne -

Sresive

Nogerosive

AN 40 g X3
FAN 20 2¢ bid
Placebo

FAN 40 og bs
FAN 20 wg bid
Placebo

FAM 40 ag hs
FAN 20 »g bid
Placebo

35 (65%)
40 (663)
5 (263)

15 (52%)
18 (63%)
3 (42%)

50 (60%)
53 (67%)
10 {33%)

1.000

0.2M

0.007
9.004

9.222

--------------------------------------------------------------------------------

frosive

Noaerosive

FAN 40 og hs
FAY 20 ag bid
Placebo

FAN 40 »g hs
FAM 20 ng bid
Placebo

FAN 40 of bs
TAN 20 ug bid
Place:»

3¢ (123)
45 (75%)
§ (42%)

17 (593}
20 (17%)
§ (42%)

56 (67%)
85 (763)
13 (42%)

0.166

0.098

T Sy R o A R A W S R e R M e e T S W S e e

12

Krosive

PAM 40 ng hs
7AM 20 g bid
Flacedo

38 (T6%)
46 (79%)
10 (56%)

e L T T e e L L L Al e R et

P-valuss are 2-sided p-values.
Pairsise p-volues ware obtaised using Fisher's Bract test.
QOverall p-values nere obtained using Cochran-Nantel-flaensze™ sethod.





